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In the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Please amend claims 78-81 and 93-102 as indicated. 
Please add new claims 1 06- i 16 as follows: 



Claim 43 (Withdrawn) A method for specifically cleaving a preselected RNA comprising 
contacting said RNA with an oligomerie compound comprising at least twelve ribofuranosyl 
nucleoside subunits in a sequence which is specifically hybridizahle with said preselected RNA; 

said nucleoside subunits being joined by intevnucleoside bonds which are more stable to 
degradation as compared to phosphodiester bonds; 

the compound having at least one modified nucleoside sub unit, which modified nucleoside 
subunit is modified to improve at least one of: pharmacokinetic binding, absorption, distribution or 
clearance properties of the compound; affinity or specificity of said compound to said target RNA; 
or modification of the charge of said compound as compared to an unmodified compound; and 

said compound having at least four consecutive 2 '-hydroxy! ribonucleoside subunits. 

Claim 44 (Withdrawn) The method of claim 43 wherein said compound has at least five 
consecutive ribonucleoside subunits. 

Claim 45 (Withdrawn) A method for treating an organism having a disease comprising 
contacting the organism with an oligomeric compound having a sequence of nucleoside subunits 
capable of specifically hybridizing with a complementary strand of ribonucleic acid with at least one 



Status Qf Claims 



Claims 1-42 



(Cancelled) 
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of the nucleoside subunits being modified to improve *4l least one of: pharmacokinetic binding, 
absorption, distribution or clearance properties of the compound; affinity or specificity of said 
compound to said target RNA; or modification of the charge of said compound as compared to 
unmodified compound; and a plurality of the nucleoside subunits being located in a consecutive 
sequence and having 2'-hydroxy]-pcntofuranosy I sugar moieties. 

Claim 46 (Withdrawn) A composition including a pharmaceutical^ effective amount of an 
oligomeric compound in a pharmaceutical ly acceptable diluent or carrier, said oHgomeric compound 
comprising a sequence of nucleoside subunits capable of specifically hybridizing with a 
complementary strand of RNA wherein a plurality of the nucleoside subunits of the oligomeric 
compound arc modified to improve ai least one of; pharmacokinetic. binding,, absorption, distribution 
or clearance properties of the compound; affinity or specificity of said compound to said target RNA; 
or modification of the charge of said compound as compared to an unmodified compound; and 
wherein a further plurality of the nucleoside subunits have 2'-hydroxyl-pentofuranosyl sugar 
moieties. 

Claims 47-67 (Cancelled) 

Claim 68 (Withdrawn) A mammalian ribonuclcase having the activity of catalysing the 
degradation of a double stranded substrate wherein one of said strands of said substrate is a RNA and 
the other of said strands of said substrate comprises a compound having a plurality of 2' modified 
nucleoside subunits and at least four consecutive ribofuranosyl nucleoside subunits having 2 5 - 
hydroxyl moieties thereon. 

Claim 60 (Withdrawn) A mammalian ribonucleic of claim 68 wherein said subunits are 
joined by phosphorothioate internucleoside linkages or phosphodicsier intemuclcoside linkages. 
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Claim 70 (Withdrawn) A mammalian ribonuciease of claim 68 wherein a portion of said 
suhunits are joined by phosphorothioate mternucleoside linkages. 

Claim 71 (Withdrawn) A nummalian ribonuciease of claim 70 wherein $aid subunits are 
joined by phosphodiester intemucleostde linkages. 

Claim 72 (Withdrawn) A mammalian ribonuciease of claim 70 wherein all of said subunils 
arc joined by phosphorothioate irtteniucluoside linkages. 

Claim 73 (Withdrawn) A mammalian ribcmucleasu of claim 68 wherein at least some of said 
suhunits arc 2'-0-alkyl nucleoside subunits, 

Claim 74 (Withdrawn) A mammalian ribonucleasc having the activity of catalyzing the 
degradation of a double stranded substrate wherein: said activity is inhibited by NaCl; said activity 
requires Mg * and $aid mammalian ribonuciease has an apparent molecular weight, as determined 
by SDS-FAGB, of about 50 to about 80 kilodaltons. 

Claim 75 (Withdrawn) A mammalian ribonuciease of claim 74, wherein said ribonuciease is 
i so iaied from nuclei i. 

Claim 76 (Withdrawn) A mammalian ribonuciease of claim 74, wherein said ribonuciease is 
isolated from eytoso!. 

Claim 77 (Withdrawn) The mammalian ribonuciease of claim 74, wherein said ribonuciease 
is isolatable from human cells or tissues. 
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Claim 78 



(Currently Amended) 



A double-stranded RNA emymc substrate comprising 



a duplex of a first oligonucleotide and a second oligonucleotide, wherein said first and said second 
oligonucleotides each have a central portion having at least four consecutive ribofuranosyl residues 
having phosphodtester linkages, wherein said central portions are base-paired with each other in said 
duplex; at least one of said first and said second oligonucleotides having have portions flanking said 
central portions having chemical modifications which make them resistant to single-stranded 
nucleases. 

Claim 79 (Currently Amended) A double-stranded RNA e nzyme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide, -wherein said first and said second 
oligonucleotide each have a central portion having at least four consecutive ribofuranosyl residues 
having phosphodiester linkages, wherein said central portions are base-paired with each other in said 
duplex; al least one of said first and said second oligonucleotides h&ving haw-portions flanking said 
central portions having chemical modifications which make them resistant to single-stranded 
nucleases and increase their affinity for the other oligonucleotide of the duplex. 

Claim 80 (Currently Amended) A £h& double-stranded RNA enzyme substrate of claim 
78, wherein said chemical modifications are phosphorothioate linkages or 2 -xnethoxy modifications. 

Claim 81 (Currently Amended) An affinity matrix comprising the dsRNA double- 
stranded RNA enzyme substrate of claim 78, 

Claim 82 (Withdrawn) A method of purifying a ribonucleaae or non-degradative RNA-binding 
protein comprising contacting a sample containing said ribonuclease or aon-degradative RNA- 
bindi ng protein with the affinity matrix of claim 81. 

Claims 83-88 (Cancelled) 
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Claim 89 {Withdrawn) U&e of said ribonuclease of claim 74 for treating an organism having 
a disease characterised by the undesired production of a protein encoded by a mRNA, 

Claim 90 (Withdrawn) Use of said ribonuclcaae of claim 74 for identifying one of a mRNA 
or a protein encoded by said niRNA. 

Claim [)l (Withdrawn) Use of said ribonuclease of claim 74 for diagnosing an aberrant state 
in an organism associated with a protein encoded by a mRNA, 

Claim 92 (Withdrawn) A mammalian ribonuclease having ihe activity of catalyzing the 
degradation of a double stranded substrate wherein one of said strands of said substrate is a RNA and 
the other of said strands compiles a compound having chemical modifications that are resistant to 
smgle-slranded nucleases or increase affinity for the other strand of the substrate. 

Claim 93 (Currently Amended) A double-stranded RNA enzyme substrate of claim 78, 
wherein one of said oligonucleotides has the nucleotide sequence of SEQ ID NO:8. 

Claim 94 (Cuxrentiy Amended) A double-stranded RNA enz yme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides each include a portion having at least four consecutive ribofuranosyl residues 
having phosphodiester linkages and wherein said portions are base-paired with each other in said 
duplex. 

Claim 95 (Currently Amended) A double-stranded RNA enzyme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides each include a portion having at least four consecutive ribofuranosyl residues that 
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arc base-paired with each other in said duplex; arid at least one of said first and said second 
oligonucleotides including include a chemical modification that makes said oligonucleotide resistant 
to single-stranded nucleases. 

Claim 96 (Currently Amended) A double-stranded RNA cnsvmc substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide 'wherein said first and said second 
oligonucleotides each include a portion that am is base-paired with each other in said duplex; and 
at least one of said first and said second oligonucleotides have having a further portion that includes 
a chemical modification that increases the affinity of said oligonucleotide for the other 
oligonucleotide. 

Claim 97 (Currently Amended) A double-stranded RNA en zyme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides each include a portion having at least four consecutive ribofuranosyl residues and 
where said portions are basse paired with each other in said duplex; and at least one of said first and 
second oligonucleotides i nclud e include s a chemical modification thai makes said oligonucleotide 
resistant to single-stranded nucleases and that increases the affinity for said oligonucleotide for the 
other of said oligonucleotides. 

Claim 98 (Currently Amended) A double-stranded RNA cngvme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein at least one of said first and 
said second oligonucleotides includes a chemical modification that makes said oligonucleotide 
resistant to single-stranded nucleases and thai increases the affinity for said oligonucleotide for the 
other of said oligonucleotides. 

Claim 99 (Currently Amended) A double-stranded RNA enzyme s ubstrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein at least one of said first md 
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said stxrond oligonucleotides includes a chemical modification thai makes said oligonucleotide 
resistant to single-stranded nucleases. 

Claim 1 00 (Currently Amended) A double-stranded RNA enzyme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide wherein at least one of said first and 
said second oligonucleotides includes a chemical modification that increases the affinity for said 
oligonucleotide for Ihe other of said oligonucleotides, 

Claim 1 01 (Currently Amended) A double-stranded RM A en zyme substrate comprising 
a duplex of a first oligonucleotide and a second oligonucleotide, wherein said first and said second 
oligonucleotides each include a portion having at least four consecutive ribofuranosyl residues 
having pbosphodiester linkages, wherein said portions are base-paired with each olher in said duplex, 
and wherein one of said first and said second oligonucleotides compri s ing c omprises from eight to 
titty nucleoside subunile. 

Ctoi m 1 02 (Currently Amended) The double-stranded RNA enzvme substrate of claim 
101 wherein said one of said first and said second oligonucleotides comprises from twelve to thirty 
siibunils. 

Claim 103 (Withdrawn) A mammalian ribonueleaso having the activity of catalyzing the 
degradation of a double stranded substrate, wherein one of said strands of said substrate is a RNA 
and the other of said strand? of said substrate comprises a compound having at least four consecutive 
ribofuranosyl nucleoside subunits having 2 > -hydroxyl moieties thereon, 

Claim 1 04 (Withdrawn) The mammalian ribonuclease of claim 103 wherein the other of said 
strands comprises a compound having from eight to fifty subunits. 
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Claim 105 (Withdrawn) The mammalian ribonuclease of claim 103 wherein the other df said 
strands comprises a compound having from twelve to thirty suhunits. 

Claim 106 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide, wherein said first and said second 
oligonucleotides have a central portion having at least, four consecutive ribofuranosyi residues having 
phosphodiester linkages, wherein said central portions are base-paired with each other in said 
duplex; at least one of said first and said second oligonucleotides having portions flanking said 
central portions, said portions having chemical modifications which make them resistant to single- 
Stranded nucleases, and wherein one of said oligonucleotides has the nucleotide sequence of SEQ 
IDNO:H. 

Claim ] 07 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide, wherein said first and said second 
oligonucleotides are separate strands, each of said first and second oligonucleotides having a central 
portion having at least four consecutive ribofuranosyi residues having phosphodiester linkages, 
wherein said central portions are base-paired with each other in said duplex; at least one of said first 
and said second oligonucleotides having portions flanking said central portions having chemical 
modifications which make them resistant to single-stranded nucleases. 

Claim 1 08 (New) The double-stranded RNA enzyme substrate of claim 1 07 wherein said 

chemical modifications increase the affinity of said oligonucleotide for the other oligonucleotide of 
the duplex, 

Claim 1 00 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate strands, each of said first and second oligonucleotides including a 
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portion having at least four consecutive ribofuranosyl residues having phosphodiester linkages and 
wherein said portions are base-paired with each other in said duplex. 

Claim 1 1 0 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate strands, each of said first and second oligonucleotides including a 
portion having at least four consecutive ribofuranosyl residues that are base-paired with each other 
in said duplex; and at least one -of said first and said second oligonucleotides including a chemical 
modification that makes said oligonucleotide resistant to single-stranded nucleases. 

Claim i 1 1 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate stmnds, each of said first and second oligonucleotides including a 
portion that are is base-paired with each other in said duplex; and at least one of said first and said 
second oligonucleotides having a further portion that includes a chemical modification that increases 
the affinity of said oligonucleotide for the other oligonucleotide. 

Claim 112 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate strands, each of said first and second oligonucleotides including a 
portion having at least four consecutive ribofuranosyl residues and where said portions are base 
paired with each other in said duplex; and at least one of said first and second oligonucleotides 
including a chemical modification that makes said oligonucleotide resistant to single-stranded 
nucleases and that increases the affinity for said oligonucleotide for the other of said 
oligonucleotides. 
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Claim 1 1 3 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate strands, and wherein at least one of said first and said second 
oligonucleotides includes a chemical modification that makes said oligonucleotide resistant to single- 
stranded nucleases. 

Claim 1 14 (New) The double-stranded RNA enzyme substrate of claim 113 wherein said 

chemical modification ih& affinity of said oligonucleotide for the other of said oligonucleotides. 

Claim J 1 5 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide wherein said first and said second 
oligonucleotides are separate strands, and wherein at least one of said first and said second 
oligonucleotides includes a chemical modification that increases the affinity for said oligonucleotide 
for the other of said oligonucleotides. 

Claim i 1 6 (New) A double-stranded RNA enzyme substrate comprising a duplex of a 

first oligonucleotide and a second oligonucleotide, wherein said first and said second 
oligonucleotides are separate strands* each of said first and second oligonucleotides including a 
portion having at least lour consecutive ribofuranosyl residues having phosphodi ester linkages, 
wherein said portions are base-paired with each other in said duplex, and wherein one of said first 
and said second oligonucleotides comprises from eight to fifty nucleoside subunits. 
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